United States Patent and Trademark Ofhce 



UNITED STATES DEPARTMENT OF COMMERCE 
United States Patent and Trademark Office 

Address: COMMISSIONER FOR PATENTS 
P.O. Box 1450 

Alexandria. Virginia 22313-1450 
www.uspto.gov 



APPLICATION NO. 


FILING DATE 


FIRST X.AMED IX\'ENTOR 


ATTORNEY DOCKET NO. 


CONFIRMATION NO. 


10/561,672 


12/21/2005 


Ian W. Rodger 


21411P 


1366 



210 7590 

MERCK AND CO., INC 

P O BOX 2000 
RAHWAY, NJ 07065-0907 



06/09/2009 



EXAMINER 



KM.ffiNNIFERM 



PAPER NUMBER 



1617 



MAIL DATE 



DELIVERY MODE 



06/09/2009 PAPER 

Please find below and/or attached an Office communication concerning this application or proceeding. 

The time period for reply, if any, is set in the attached communication. 



PTOL-90A (Rev. 04/07) 





Application No. 

10/561,672 


Applicant(s) 

RODGER ET AL. 


Examiner 

JENNIFER MYONG M. KIM 


Art Unit 

1617 





~ The MAILING DATE of this communication appears on the cover sheet with the correspondence address ~ 
Period for Reply 



A SHORTENED STATUTORY PERIOD FOR REPLY IS SET TO EXPIRE 3 MONTH(S) OR THIRTY (30) DAYS, 
WHICHEVER IS LONGER, FROM THE MAILING DATE OF THIS COMMUNICATION. 

- Extensions of time may be available under the provisions of 37 CFR 1 .136(a). In no event, however, may a reply be timely filed 
after SIX (6) MONTHS from ttie mailing date of ttiis communication. 

- If NO period for reply is specified above, the maximum statutory period will apply and will expire SIX (6) MONTHS from the mailing date of this communication. 

- Failure to reply within the set or extended period for reply will, by statute, cause the application to become ABANDONED (35 U.S.C. § 133), 
Any reply received by the Office later than three months after the mailing date of this communication, even if timely filed, may reduce any 
earned patent term adjustment. See 37 CFR 1 .704(b). 

Status 

1 )^ Responsive to communication(s) filed on 19 March 2009 . 
2a )□ This action is FINAL. 2b)|^ This action is non-final. 

3) Q Since this application is in condition for allowance except for formal matters, prosecution as to the merits is 

closed in accordance with the practice under Ex parte Quayle, 1935 CD. 11, 453 O.G. 213. 

Disposition of Claims 

4) ^ Claim(s) 1-20 is/are pending in the application. 

4a) Of the above claim(s) 10-13 and 16-19 is/are withdrawn from consideration. 

5) n Claim(s) is/are allowed. 
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Application Papers 
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Applicant may not request that any objection to the drawing(s) be held in abeyance. See 37 CFR 1.85(a). 
Replacement drawing sheet(s) including the correction is required if the drawing(s) is objected to. See 37 CFR 1.121(d). 
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DETAILED ACTION 

Applicants' election without traverse of methotrexate as the species of a 
DMARD is acknowledged. Accordingly, claims 1-9, 14, 15 and 20 have been examined 
only to the extent of applicants' elected species of DMARD, methotrexate. Claims 10- 
13 and 16-19 are withdrawn from consideration since they are non-elected invention. 

Claim Rejections - 35 USC § 102 

The following is a quotation of the appropriate paragraphs of 35 U.S.C. 1 02 that 
form the basis for the rejections under this section made in this Office action: 

A person shall be entitled to a patent unless - 

(b) the invention was patented or described in a printed publication in this or a foreign country or in public 
use or on sale in this country, more than one year prior to the date of application for patent in the United 
states. 

Claims 1-8 and 15 are rejected under 35 U.S.C. 102(b) as being anticipated by 
Schwartz et al. (J Clin Pharmacol., 2001). 

Schwartz et al. teach that a randomized double-blind, placebo-controlled study in 
rheumatoid arthritis patients on stable dosages of methotrexate. Schwartz et al. teach 
the patients were treated with 7.5mg to 20mg weekly of methotrexate for at least 1 
month prior to the study. Schwartz et al. teach that the during the entire 3-week study, 
the patients maintained their regularly prescribed weekly dose of oral methotrexate, 
individualized by each patient's prescribing physician. Patients received their weekly 
oral dose of methotrexate (7.5mg to 20mg) (mean + SD dose of methotrexate = 13.9 + 
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4.0nng) on days-l , 7, 14 and 21 . After the initial dose of methotrexate on (day-1 ), 
patients were randomly assigned to received rofecoxib 12.5mg, 25mg or 50mg during 
days 1 to 7, 8 to 14, and 15-21, respectively, in a step wise, ascending-dose sequence, 
or they were given matching placebo tablets on days 1 to 21 . 

Claim Rejections - 35 USC § 103 

The following is a quotation of 35 U.S.C. 103(a) which forms the basis for all 
obviousness rejections set forth in this Office action: 

(a) A patent may not be obtained though the invention is not identically disclosed or described as set 
forth in section 102 of this title, if the differences between the subject matter sought to be patented and 
the phor art are such that the subject matter as a whole would have been obvious at the time the 
invention was made to a person having ordinary skill in the art to which said subject matter pertains. 
Patentability shall not be negatived by the manner in which the invention was made. 

The text of those sections of Title 35, U.S. Code not included in this action can 
be found in a prior Office action. 

The factual inquiries set forth in Graham v. John Deere Co., 383 U.S. 1 , 148 
USPQ 459 (1966), that are applied for establishing a background for determining 
obviousness under 35 U.S.C. 103(a) are summarized as follows: 

1 . Determining the scope and contents of the prior art. 

2. Ascertaining the differences between the prior art and the claims at issue. 

3. Resolving the level of ordinary skill in the pertinent art. 

4. Considering objective evidence present in the application indicating 
obviousness or nonobviousness. 

This application currently names joint inventors. In considering patentability of 

the claims under 35 U.S.C. 103(a), the examiner presumes that the subject matter of 

the various claims was commonly owned at the time any inventions covered therein 

were made absent any evidence to the contrary. Applicant is advised of the obligation 
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under 37 CFR 1 .56 to point out the inventor and invention dates of eacli claim that was 
not commonly owned at the time a later invention was made in order for the examiner to 
consider the applicability of 35 U.S.C. 103(c) and potential 35 U.S.C. 102(e), (f) or (g) 
prior art under 35 U.S.C. 103(a). 

Claims 9, 14 and 20 are rejected under 35 U.S.C. 103(a) as being unpatentable 
over Schwartz et al. (J Clin Pharmacol., 2001) as applied to claims 1-8 and15 above, 
and further in view of Merck & Co, Inc. (1998) (MERCK) and Physicians' Desk 
Reference. 53 Edition. 1999 (PDR). 

The teachings of Schwartz et al. as applied as before. Additionally, Schwartz et 
al. teach that a dose-dependent increase in the plasma methotrexate AUC of 
approximately 23% and 40% was observed during concomitant administration with 
75mg and 250mg once-daily rofecoxib, respectively, (page 1 121, left-hand column). 

Schwartz et al. do not teach the reducing the amount of methotrexate by 2.5mg 
per week set forth in claim 9, eliminating methotrexate (DMARD) and continuing therapy 
with rofecoxib set forth in claim 14, and further co-administering COX-2 inhibitor. 

MERCK teaches that VIOXX (rofecoxib) 75mg coadministered daily for 10 days 
increased plasma concentrations by 23% as measured by AUCO-24 in patients 
receiving methotrexate (MTX) 7.5 to 15mg/week for rheumatoid arthritis. MERCK 
teaches that standard monitoring of MTX-related toxicity should be continued when 
VIOXX and MTX are administered concomitantly, (page 13, under Methotrexate). 

PDR teaches that MTX is available in 2.5mg tablets, (page 1401 , middle column 
under Oral). 
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It would have been obvious to one of ordinary skill in the art to modify the 
teaching of Schwartz et al. and to decrease the dosage of MTX by 2.5nng per week for 
those rheumatoid arthritis patients of Schwartz who are in need of 75mg rofecoxib. One 
would have been motivated to make such a modification because both MERCK and 
Schwartz teach that the plasma concentration of MTX increases when coadministered 
with 75mg rofecoxib. It is noted that the MTX is available in 2.5mg tablets as taught by 
PDR. One would have been motivated to decrease the dose of MTX by 2.5mg per 
week in order to avoid the MTX related toxicity for those patients in need of therapeutic 
dosage of rofecoxib of 75mg with most safe and therapeutic amount of MTX. One of 
ordinary skill in the art would obviously continue to decrease the dosage of MTX per 
week in order to achieve the safe and effective rheumatoid arthritis therapy until the 
toxicity is eliminated. 

Further, to continue treating Schwartz rheumatoid arthritis patients with rofecoxib, 
such is obvious choice of the attending clinician since rofecoxib is effective for the 
treatment of rheumatoid arthritis. The attending clinician would take account of the both 
pros and cons of administering rofecoxib, MTX or the combination and make optimum 
choice for the patients to be treated (e.g. patient previously suffer from MTX toxicity). 
Moreover, one of ordinary skill in the art would further combine COX-2 inhibitor in order 
to achieve an additive effect of obtaining anti-inflammatory effect of COX-2 inhibitors in 
the treatment of rheumatoid arthritis. 
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For these reasons the claimed subject matter is deemed to fail to patentably 
distinguish over the state of the art as represented by the cited references. The claims 
are therefore properly rejected under 35 U.S.C. 103. 

None of the claims are allowed. 



Communication 

Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to JENNIFER M. KIM whose telephone number is 
(571)272-0628. The examiner can normally be reached on Monday through Friday 6:30 
am to 3 pm. 

If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, Sreenlvasan Padmanabhan can be reached on 571-272-0629. The fax 
phone number for the organization where this application or proceeding is assigned is 
571-273-8300. 
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Information regarding the status of an application may be obtained from the 
Patent Application Information Retrieval (PAIR) system. Status information for 
published applications may be obtained from either Private PAIR or Public PAIR. 
Status information for unpublished applications is available through Private PAIR only. 
For more information about the PAIR system, see http://pair-direct.uspto.gov. Should 
you have questions on access to the Private PAIR system, contact the Electronic 
Business Center (EBC) at 866-217-9197 (toll-free). If you would like assistance from a 
USPTO Customer Service Representative or access to the automated Information 
system, call 800-786-9199 (IN USA OR CANADA) or 571-272-1000. 

/JENNIFER M KIM/ 

Primary Examiner, Art Unit 1617 

Jmk 

June 4, 2009 



